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Appl. No. 09/855,828 PATENT 

Amdt. dated February 1, 2005 

Reply to Office Action of November 2, 2004 

Amendments to the Specification: 

Please amend the paragraph beginning on page 20, line 15, as follows: 

~ A preferred example of algorithm that is suitable for determining percent 
sequence identity and sequence similarity are the BLAST and BLAST 2.0 algorithms, which are 
described in Altschul et al, Nuc. Acids Res. 25:3389-3402 (1977) and Altschul et al, J; Mol 
Biol. 215:403-410 (1990), respectively. BLAST and BLAST 2.0 are used, with the parameters 
described herein, to determine percent sequence identity for the nucleic acids and proteins of the 
invention. Software for performing BLAST analyses is publicly available through the National 
Center for Biotechnology Information (http://www.ncbi.nlm.nih.gov/) . This algorithm involves 
first identifying high scoring sequence pairs (HSPs) by identifying short words of length W in 
the query sequence, which either match or satisfy some positive- valued threshold score T when 
aligned with a word of the same length in a database sequence. T is referred to as the 
neighborhood word score threshold (Altschul et al, supra). These initial neighborhood word 
hits act as seeds for initiating searches to find longer HSPs containing them. The word hits are 
extended in both directions along each sequence for as far as the cumulative alignment score can 
be increased. Cumulative scores are calculated using, for nucleotide sequences, the parameters 
M (reward score for a pair of matching residues; always > 0) and N (penalty score for 
mismatching residues; always < 0). For amino acid sequences, a scoring matrix is used to 
calculate the cumulative score. Extension of the word hits in each direction are halted when: the 
cumulative alignment score falls off by the quantity X from its maximum achieved value; the 
cumulative score goes to zero or below, due to the accumulation of one or more negative-scoring 
residue alignments; or the end of either sequence is reached. The BLAST algorithm parameters 
W, T, and X determine the sensitivity and speed of the alignment. The BLASTN program (for 
nucleotide sequences) uses as defaults a wordlength (W) of 1 1, an expectation (E) of 10, M=5, 
N— 4 and a comparison of both strands. For amino acid sequences, the BLASTP program uses 
as defaults a wordlength of 3, and expectation (E) of 10, and the BLOSUM62 scoring matrix (see 
Henikoff & Henikoff, Proc. Natl Acad. Set USA 89:10915 (1989)) alignments (B) of 50, 
expectation (E) of 10, M=5, N=-4, and a comparison of both strands.-- 



Page2of21 



Appl. No. 09/855,828 PATENT 

Amdt. dated February 1 , 2005 

Reply to Office Action of November 2, 2004 

Please amend the paragraph beginning on page 44, line 1, as follows: 

— Changes in ion flux may be assessed by determining changes in polarization 
(i.e., electrical potential) of the cell or membrane expressing the cation channel comprising a 
CNG3B polypeptide. A preferred means to determine changes in cellular polarization is by 
measuring changes in current (thereby measuring changes in polarization) with voltage-clamp 
and patch-clamp techniques, e.g., the "cell-attached" mode, the "inside-out" mode, and the 
"whole cell" mode (see, e.g., Ackerman et al, New Engl J. Med. 336:1575-1595 (1997)). 
Whole cell currents are conveniently determined using the standard methodology (see, e.g., 
Hamil et al, PFlugers. Archiv. 391:85 (1981). Other known assays include fluorescence assays 
using ion sensitive dyes (see, e.g., Vestergarrd-Bogind et al.,J. Membrane Biol. 88:67-75 
(1988); Daniel et al, J. Pharmacol Meth. 25:185-193 (1991); Holevinsky et al, J. Membrane 
Biology 137:59-70 (1994)). Examples of such dyes useful for the detection of calcium include, 
but are not limited to, fura-2, bis-fura 2, indo-1, Quin-2, Quin-2 AM, Benzothiaza-1, 
Benzothiaza-2, indo-5F, Fura-FF, BTC, Mag-Fura-2, Mag-Fura-5, Mag-Indo-1, fluo-3, rhod-2, 
fiira-4F, fura-5F, fura-6F, fluo-4, fluo-5F, fluo-5N, Oregon Green 488 BAPTA, Calcium Green, 
Calcein, Fura-C18, Calcium Green-C18, Calcium Orange, Calcium Crimson, Calcium Green- 
5N, Magnesium Green, Oregon Green 488 BAPTA- 1, Oregon Green 488 BAPTA-2, X-rhod-1, 
Fura Red, Rhod-5F, Rhod-5N, X-Rhod-5N, Mag-Rhod-2, Mag-X-Rhod-1, Fluo-5N, Fluo-5F, 
Fluo-4FF, Mag-Fluo-4, Aequorin, dextran conjugates or any other derivatives of any of these 
dyes, and others (see, e.g., the catalog or Internet site (www.prob e s.com) for Molecular Probes, 
Eugene, OR; see, also, Nuccitelli, ed., Methods in Cell Biology, Volume 40: A Practical Guide to 
the Study of Calcium in Living Cells, Academic Press (1994); Lambert, ed., Calcium Signaling 
Protocols (Methods in Molecular Biology Volume 1 14), Humana Press (1999); W.T. Mason, 
ed., Fluorescent and Luminescent Probes for Biological Activity. A Practical Guide to 
Technology for Quantitative Real-Time Analysis, Second Ed, Academic Press (1999)). 
Examples of sodium indicators include, but are not limited to, SBFI, and Sodium Green (see, 
e.g., Molecular probes catalog or Internet site; Mason, supra).-- 
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